involved identical surgery apart from band placement. There were no differences in mortality between mouse strains.
Echocardiography was performed under 2% isoflurane anesthesia at heart rates >400 bpm, using a Vevo2100 system with a 40 MHz linear probe (Visualsonics, Canada) (3) . In vivo left ventricular (LV) function was determined by closed-chest pressure-volume (PV) analysis (3) . Mice were anesthetized with 2% isoflurane/oxygen and the body temperature maintained at 37 °C. A 1.2F microconductance pressure catheter (model FT112, Scisense, Canada) was positioned in the LV via the right carotid artery. Live recordings of the signal throughout the experiment were obtained on an RPV-6 mouse PV system and analyses were conducted using Labscribe2 software (iWorx, USA). Cardiac function was recorded at baseline and for 20 min after administration of AngII (1.5mg/kg ip).
Cardiomyocyte isolation
LV cardiomyocytes were isolated from adult mice using collagenase digestion (4) . 
Measurement of myocyte contraction and [Ca 2+ ] i transients
Experiments were performed in custom fabricated cell chambers mounted on an LSM 510 inverted confocal microscope with a 40x Oil 1.2 NA objective (Carl Zeiss, Jena, Germany). For measurements of contractility, sarcomere length was monitored with a highspeed video camera and Fourier transform analysis (Aurora Scientific, Ontario, Canada were imaged using an inverted microscope (Axiovert 100M LSM-510; Zeiss) equipped with a water immersion objective lens (40X, 1.2 NA). All fluxes were normalized to the cell volume using cell capacitance (Cm), which was estimated by measuring the capacitance current induced by a 5 mV hyperpolarizing step from -80 mV to -85 mV. 
SR load measurements

Assessment of SERCA function
To estimate SERCA function, we took advantage of the fact that the decay rate of the 
Cultured cardiomyocyte studies
Primary cultures of neonatal rat cardiomyocytes (NRCM) were prepared as described 
Real-time RT-PCR
An Applied Biosystems PRISM 7700 machine was used with SYBR Green and the comparative CT method. β-actin levels were used for normalization. PP1α, PP1β, PP1γ, actin (Sigma). Protein levels were quantified by scanning densitometry.
Actin was used as a loading control except for phospho-protein levels, which were normalized by the respective total-protein levels.
Cell staining
Adult cardiomyocytes were fixed, permeabilized, blocked, and incubated with a 1:100 dilution of primary antibodies to Titin-Z (rabbit polyclonal, courtesy of R. Bloch lab) and Nox2 (mouse monoclonal, BD Biosciences). Secondary antibodies were goat anti-rabbit
AlexaFluor-647 and goat anti-mouse Atto-565 (Invitrogen) at 1:500 dilution. Images were acquired on an inverted confocal microscope (LSM 510 META, Carl Zeiss) using a 60x
1.2NA water immersion objective. Image processing and fluorescence intensity profiles were created in Image J.
Other assays
Cardiomyocyte cross-sectional area was measured from sections of paraffinembedded hearts fixed in diastole and stained with FITC-conjugated wheat germ agglutinin (WGA, Vector RL-1022) (3). Interstitial fibrosis was assessed by blinded quantitative image analysis of Picrosirius red-stained sections imaged with polarized light. Apoptosis was assessed by TUNEL staining (Millipore S7110 kit). Myocardial NADPH oxidase activity was assessed by lucigenin-enhanced chemiluminescence (1). For protein phosphatase activity, heart extracts were prepared in Tris-HCl (100 mmol/L) containing protease inhibitor cocktail.
40 µl aliquots were assayed using a phosphorylated Thr peptide and a Malachite Green Assay kit (Millipore, #17-127) (9) . PP1 activity was estimated by Calyculin A (20 nmol/L) inhibition, with recombinant PP1 (Sigma) used as a positive control.
Statistics
Data are shown as mean±SEM of at least 3 independent experiments. Comparisons were made by unpaired t-test, 1-way or 2-way ANOVA as appropriate, followed by Tukey post hoc analysis. P<0.05 was considered significant. 
WT (n=6)
TG (n=6) Body weight (BW, g)) 23.1 ± 1.1 23.6 ± 0.5 Atria (mg) 7.0 ± 0.6 6.1 ± 0.
